Abstracts Acquired haemophilia is a very rare condition, occurring in less than 2 per million populations. This condition is caused commonly by acquired antibodies against factor VIII and rarely by antibodies against factor IX. Here we describe an extremely rare presentation of idiopathic acquired haemophilia in an otherwise healthy male patient, caused by simultaneous occurrence of circulating antibodies against both factor VIII and IX.
Introduction
Acquired hemophilia is a rare condition caused by occurrence of inhibitor antibodies to factor VIII or IX [1] . The estimated annual incidence is around 1-1.5 per million populations and acquired haemophilia A is the most common subtype [1] . Acquired haemophilia B is extremely rare and only few cases have been described [2] . Usually acquired haemophilia is seen in older patients, with a median age at diagnosis of 75 years. There are no sex predilections, though it can occur during pregnancy more commonly. Most common causative factors identified so far have been autoimmune disorders (17 %), malignancy (7-15 %), pregnancy (5-10 %), drug reactions and skin diseases (\5 % each).
However in about 50 % of patients no causes are found and are labelled as idiopathic acquired haemophilia [1, 3, 4] . The common clinical manifestations include spontaneous haemorrhages into the skin, muscles or soft tissues or excessive bleeding during surgery with an extremely high mortality due to major bleeding episodes. However the haemorrhages which are hallmark of congenital haemophilia seldom occur in these patients [1, 3, [4] . The literature survey shows only about five case reports of simultaneous occurrence of acquired inhibitors to both factor VIII and IX [5] [6] [7] [8] [9] . To the best of our knowledge this is the first case report of occurrence of idiopathic acquired haemophilia with inhibitors to both factor VIII and IX in adults.
Case Report
A previously healthy 59 year old gentleman with no prior history of bleeding disorders presented to us with history of spontaneous swelling in right thigh and left calf region of around 10 days duration. There was no preceding history of trauma or fever. On evaluation he was found to have intramuscular hematomas in right hamstring and left gastrocnemius muscles along with several ecchymotic patches on the skin. Preliminary lab investigations showed microcytic anemia with normal WBC and platelet counts (Hb-7.8 g%, WBC-9800/lL, Neutrophilic predominant differential count, Platelet-2,71,000/lL). His coagulation work up showed a prolonged aPTT with a control of 28.5 s which was not correcting with normal plasma, and PT of 12.6 s with control of 12.2 s and an INR of 1.03. The fibrinogen levels were 334.5 mg%. The DIC panel, renal and liver function tests were normal. Patient had very low levels of coagulation factors VIII and IX (0.7 and 1.2 % respectively) done at our lab. Repeat tests at outside reference lab also confirmed extremely low levels of both factor VIII and IX levels along with high level inhibitor (details given below). Von Willebrand's antigen assay was within normal limits (120 %). Etiological evaluation with serology for HIV, HBV and HCV were negative. Autoantibody panel for collagen vascular diseases was also negative. A whole body PET CT scan done to rule out occult malignancy was also normal. Patient was not on any medications previously.
Factor Assays and Inhibitor Profile
Factor VIII: C 2.3 %. Factor IX: C 1.5 %. 
Management of Patient
Patient was given two doses of activated factor VII to prevent ongoing bleeding. He was also supported with recombinant factor VIII and IX supplements and injectable tranexamic acid. Patient was started on immunosuppressive therapy to reduce the inhibitor levels. A pulse dose of methylprednisolone was given at a dose of 10 mg/kg/day for 3 days followed by oral prednisolone at 1 mg/kg day. He was also given a single dose of Rituximab at 375 mg/m 2 . Later he was started on steroid sparing therapy with Azathioprine at 0.5 mg/kg/day and later hiked it up to 1 mg/kg day. He was also given blood transfusion and oral iron supplements. The haematoma size reduced with reduction in pain over a period of 2 weeks. He was discharged in a stable condition after 14 days of hospitalization. At the end of 3rd week of follow up, patient is clinically stable with no fresh episodes of bleeding. His inhibitor levels are showing a decreasing trend as described in above table. Patient has been on out patient follow-up with gradually decreasing inhibitor titres and recovering factor levels. Mutation analysis was not carried out. The patient has been on follow up for more than 6 months now and both his factor levels have normalized and he is off immunosupression.
Discussion
A review of literature for simultaneous occurrence of inhibitors to multiple coagulation factors yielded 5 case reports.
One of the earliest reports is by Reussi C et al. [5] in 1966 where they describe a case of young girl with combined inhibitors against both factor VIII and IX. In 1976, Moake et al. [6] describe a 64 year old man with multiple sclerosis developing circulating IgG antibodies against both factor VIII and IX. In 1985 Gouyon et al. [7] describe a child with Henoch Schonlein disease developing both antibodies. Similary, in 2007, Carmassi et al. and in 2011 Campos-de-Magalhaes describe similar cases. While Carmassi et al. [8] reports the occurrence of combined inhibitors in a patient with Sjogren's syndrome, Campos-de-Magalhaes's [9] patient developed the antibodies during therapy with pegylated interferon with ribavirin for chronic hepatitis C infection. All these instances appear to be cases of secondary acquired inhibitors. In our patient, after extensive search yielded no precipitating cause, we think it is a case of idiopathic acquired inhibitors. We believe this is the first case report of simultaneous occurrence of idiopathic acquired haemophilia A and B due to spontaneous development of auto-antibodies against factor VIII and IX.
The treatment of acquired haemophilia is complex and associated with a mortality rate of around 10-20 % due to occurrence of fatal haemorrhages. In 2009, Huth-Kunhe et al. [10] published the international recommendations on the diagnosis and treatment of acquired haemophilia. Supplements with recombinant or plasma derived factor VIII and IX are usually ineffective for acute bleeding episodes due to the presence of inhibitors. These patients need multiple doses of factor bypassing agents like activated recombinant factor VII or activated prothrombin complex concentrates (APCC) or factor eight inhibitor bypass activity (FEIBA) concentrates. If the patients have low titres of inhibitors, they can be managed with antifibrinolytics like tranexamic acid, DDAVP (1-deamino-8-Darginine vasopressin) along with high doses of factor VIII and IX. Sometimes porcine factor VIII can be used in milder cases [3] . However the primary aim of the treatment is to reduce the inhibitor levels by immunoadsorption, immunosuppression or immune tolerance induction along with treating the underlying condition. If the patient is young and fit, immunosuppressive therapy with cyclophosphamide and steroids can be given. If the general condition is not permitting the use of cytotoxic therapy, or in case of refractoriness to immunosuppressive therapy, the anti-CD20 antibody rituximab can be used as a single agent or in combination. In a metanalysis of 249 cases, Delgado et al. [11] observed a complete remission rate of 74 % after a median follow-up of 12 months with immunosuppressive therapy. The inhibitor-related mortality rate was around 11 % with following poor prognostic features identified in the review: Age at diagnosis (\65 better than C65 years); Achievement of a complete remission (yes better than no; and the nature of underlying disease (malignant disease worse than others). Since our patient's general condition was not stable, we started him on pulse methylprednisolone with rituximab. Later he was switched to low dose steroids and azathioprine. With this protocol, patient's condition has improved with reduction in inhibitor levels and reduction in need for factor supplements.
Conclusions
Occurrence of acquired haemophilia is a rare condition with wide variety of underlying causes. During routine testing, the only clue may be an isolated aPTT that is not correcting by the addition of normal plasma and a low level of factor VIII. Though the factor VIII inhibitor antibody can cross react with factor IX to give a false impression of presence of low titre inhibitor to factor IX, the occurrence of low levels of factor IX in circulation should arise the suspicion of presence of additional anti factor IX antibodies. A very high index of suspicion is the only way one can arrive at a diagnosis of such rare but serious conditions.
